During our continuing screening for new bioactive metabolites from fungi we discovered recently hexacyclinol
(1) as a novel, unusual, oligocyclic metabolite in cultures of the fungal strain Panus rudis HKI 0254. The strain was isolated from basidiospores of this fungus found on dead betula woods collected near Irkutsk (Sibiria, specimen herb. H, DORFELT, Sibiria 299). Panus rudis is of widespread occurrence throughout the world in many different ecotypes and has been reported to produce bioactive secondary metabolites1,2). The basidiomata of Panus rudis from the Sibirian source are growing singly or basal confluent to little tufts, excentric to central, stipitate, infundibuliform, with hazel-brown, strong tomentous pilei until 4.5cm in diameter; pilei and stipes with hairs until 2.5mm, shows in cultures a white to light-brownish mycelium, tomentous with clamped connections.
For cultivations a small piece of a mature slant culture of the strain HKI 0254 grown on malt extract agar (malt extract 4%, yeast extract 0.4%, agar 1.5%, deionized water ad 1 liter, pH 6.0) was used to inoculate 1000ml Erlenmeyer bottles containing 250ml of the producing medium consisting of glucose 1%, sucrose 1%, corn starch 1%, yeast extract 0.8%, casein peptone 0.1%, soybean meal 0.5%, (NH4)2HPO4 0.05%, CaCO3 0.03%, (NH4)SO4 0.5%.
The fermentation broth (15 liters) was extracted twice overnight by stirring with ethyl acetate (1:1). The combined extracts were dried and evaporated to dryness Table 1 .
Structure elucidation of 1 ( (Fig. 2) . The presence of an endoperoxide in 1 was suggested by the upfield shift of protons H-5 (5.50ppm) and H-11 (5.01ppm) indicating the presence of a cyclic system and the occurrence of a broad hydroxyl proton signal at 2.56ppm which was assignable doubtlessly to C-13, due to the observable NOE couplings with neighboured protons. Ring closure between C-17 and C-8 was suggested by the quartet structure of H-18 with 3JH-18,H-19=5.3Hz and allylic 4JH-8,H-18=1.4Hz. The relative stereochemistry of 1 as shown in Fig. 1 was settled on the basis of the observable 1H,1H-COSY and were observed between the C-13 hydroxyl proton and Hthe epoxide (Fig. 1b) Hexacyclinol (1) thus appears as an unusual oligocyclic structure containing epoxide and endoperoxide groups, in addition to double bonds and rings. It possesses a spherical shape as was shown by 3D optimization (Fig, 1b) . The flat shape of dose-response curve suggested an antiproliferative effect of 1 (Fig. 3) . Hexacyclinol (1) was Experimental determination of antiproliferative and cytotoxic effects was carried out as described earlier6).
Moreover 1 displayed moderate inhibitory activity against was determined after 72 hours using cultures of 2.5% haematocrit and 0.3% initial parasitaemia7). It can be suggested that 1 owes its biological activities to the occurrence of reactive groups such as epoxide and endoperoxide. Together with artemisinin, ascaridiol and ergosteryl peroxide the hexacyclinol (1) represents one more of the few examples of naturally occurring endoperoxides3,4).
